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Summary

Sex differences in lifespan and ageing pervade the tree of life, yet their evolutionary origin is
still debated. Adaptive trade-off models have long dominated the field but show mixed
empirical support. Here we argue that sex-specific mutation accumulation is the most
parsimonious evolutionary cause of sex-biased ageing. Because anisogamy and ecology
shape reproductive and survival schedules, natural selection weakens faster in one sex than
in the other. The sex with the fastest declines in selection gradients with age will accumulate
a greater load of late-acting deleterious mutations, leading to faster ageing and shorter
lifespans. Critically, this mechanism works without requiring sex-specific resource allocation
or genetic trade-offs. Therefore, it can resolve previously puzzling and contradictory variation
observed in experimental and comparative studies because its predictions are context-
dependent according to prevailing demographic patterns. Because this model requires only
sex-biased gene expression and differences in late-age reproductive contributions towards
future generations, it is sufficient to explain sexual dimorphism in lifespan and ageing across
organisms with different sex determination systems. We discuss existing empirical support
for this new model and outline approaches to test its predictions and quantify the role of sex-

specific mutation accumulation in the evolution of sex differences in lifespan and ageing.



20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

41

42

43

44

45

46

Introduction

Sex differences in lifespan and ageing are ubiquitous across taxa, yet whether this arises
through adaptive trade-offs or other evolutionary processes remains unresolved. Males
typically die sooner than females across diverse organisms. However, the magnitude of sex
differences in lifespan varies widely, with some taxa showing reversed patterns or no
lifespan differences at all. Phylogenetic comparative analyses suggest that context-
dependent ecological and social factors can reverse or diminish the expected elevated
mortality biases in males [1, 2]. These observations challenge the generality of evolutionary

mechanisms that generate and maintain sex differences in lifespan and ageing.

Sex differences in lifespan have traditionally been explained by sex-specific adaptive
life-history trade-offs: males, for example, are predicted to prioritise mating effort and sexual
competition at the cost of somatic maintenance and long life, whereas females should invest
more heavily in survival to support repeated reproductive events [2-8, but see 9]. Such sex-
specific trade-offs align with a broader theory of antagonistic pleiotropy [10], which argues
that genes conferring fitness advantages early in life may be favoured by selection even if
they carry detrimental effects later in life. Thus, traits beneficial for early-life mating success
in males might accelerate ageing if detrimental for late-life fitness, thereby generating sex
differences in lifespan because of evolutionary pressures acting differently across sexes.
Despite their intuitive appeal, however, these trade-off models have received mixed

empirical support.

Recent comparative and experimental studies increasingly challenge the notion that
sex differences in lifespan arise primarily from genetic and/or resource allocation trade-offs
between reproduction and somatic maintenance. While greater male-biased mortality is
common in polygynous mammals, its magnitude and direction vary, and it is not always
explained by the strength of sexual selection alone [8, 11]. A recent comparative study in
mammals found that both mating system and sexual size dimorphism, representing proxies

for the strength of sexual selection, showed no detectable association with lifespan or ageing
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rate [8, 12]. Moreover, experimental manipulations in model organisms such as Drosophila
melanogaster and Caenorhabditis elegans demonstrate that lifespan can be extended
without costs to reproductive output when key genetic pathways such as insulin/IGF-1
signalling or TOR are modified in an age- or tissue-specific manner [13-21]. Similarly,
experimental evolution studies suggest that links between long life and reduced reproduction
can often be uncoupled [22-25]. Finally, a recent metanalysis of studies of natural
populations of birds provides little evidence for reproduction-survival trade-offs and suggests
that variation in reproduction within natural ranges results in negligible survival costs [26].
Together, these findings highlight a gap between classical trade-off models and observed
patterns in both the laboratory and nature, suggesting that while life-history trade-offs may
contribute to sex-biased ageing, additional evolutionary processes are likely required to fully
explain sex differences in lifespan and ageing. This emerging view calls for a renewed
emphasis on integrating classical evolutionary theory with empirical insights to explain when

and why the sexes should differ in lifespan and rates of ageing.

We suggest that a complementary, and arguably more parsimonious, explanation for
the evolution of sex differences in lifespan and ageing requires a focus on the consequences
of sex differences in age-specific fertility. Anisogamy — the difference in gamete size that
underpins the evolution of the sexes — results in the evolution of sex-specific life histories
[27-31]. As a result, males and females often differ in the timing and rate of reproduction,
meaning that the strength of natural selection on survival and late-life performance can
decline at different rates in the two sexes. For instance, in some species, male-male
competition results in a delayed onset of male relative to female reproduction, which
necessarily results in selection gradients for survival declining later in life in males than in
females [32]. Conversely, when males reproduce at high rate early in life, purifying selection
to remove mutations that act late in life, or mutations whose deleterious effects are more
pronounced in late life, will weaken more rapidly in males than in females which will show

prolonged reproduction. This sex-specific decline in selection gradients predicts that
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mutation accumulation alone can generate intrinsic sex differences in ageing, without the
requirement for reallocation of resources between different traits, or the existence of sex-

specific genetic trade-offs between early-life and late-life performance.

This process requires only two minimal conditions to be met beyond the inevitable
decline of selection with age proved by Hamilton [33]: (1) sex-and-age specific gene
expression or mutational effects and (2) differing age-specific reproductive contributions to
population growth between the sexes. When those requirements are satisfied, then sex
differences in lifespan and ageing can evolve via mutation accumulation alone without trade-
offs. Mutation accumulation is the parsimonious model because evolution results from
selection acting directly on sex-and-age-specific genetic variances, whereas antagonistic
pleiotropy (AP) requires an element of correlated selection acting indirectly across different
ages. Therefore, AP represents a more restrictive genetic architecture. Trade-offs can play a
role via AP, of course, but they are not a necessary requirement for sex differences in

lifespan and ageing to evolve.

From this perspective, sex-specific ageing should be treated not as an outcome of
optimised sex-specific allocation trade-offs but as the product of sex differences in the rate of
change of selection, whenever such differences are present in the population. Recognising
mutation accumulation as the more parsimonious explanation reframes long-standing debate
about the origin of sex differences in lifespan. Importantly, it can also prompt new
approaches and tools for empirical studies of the evolution of sex-specific life-histories. If
demographic asymmetry is key, we should find that the sex with earlier onset of reproduction
and/or higher rate of early-life reproduction will also carry a higher late-acting mutational

burden.

This argument requires that sex-specific schedules of reproductive contributions
generate variation in the declines of the strength of natural selection with age. In the
following section, we extend Hamilton’s [33] model to formalize this mechanism, showing
how sex differences in age-specific vital rates create divergent trajectories of selection

5
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decline and enable sex-specific mutation accumulation. We discuss existing experimental
studies that support this view and suggest future research directions, from identifying
genomic signatures to experimental evolution, with the aim of disentangling adaptive and

non-adaptive forces shaping sex differences in lifespan and ageing.

Hamiltonian forces of selection within each sex shaped by age-specific contributions

towards future generations

Hamilton [33] demonstrated that the strength of natural selection against age-specific
mortality must decline with age because selection is strongest when the greatest expectation
of contribution towards the rate of population growth (i.e., realised reproduction) remains in
the future. This insight provides the conceptual backbone for the evolutionary theory of
ageing. However, Hamilton’s formulation assumes sex-independent vital rates. When males
and females of the same age differ in their expectation of future contributions to population
growth, then the strength of selection will follow different age-specific trajectories in each
sex. Here we extend Hamilton’s framework to demonstrate how sex-specific vital rates

generate divergent selection trajectories.

Hamilton [33] describes selection against age specific-mortality (or for the natural
logarithm of age-specific survival, P(x), in terms of sex-independent vital rates (1966).

Expressed using a continuous-time formulation,

ar  _ [PLemme™
dln(P(x)) Jo yL)m(y)e~Ty

1)

where L(y) is the cumulative rate of survival from birth to y, m(y) is the mean fertility of living

individuals at age y, and r is Fisher’'s Malthusian rate of population growth. The last is
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defined in terms of the Euler-Lotka equation, fOOOL(y)m(y)e‘ry = 1; it can be seen from this

that the population growth rate follows entirely from the set of vital rates. This expression
assumes that populations are stable: they are free to increase or decrease in number, but
their growth rates cannot change. The numerator of eq (1) defines the age-distribution of
new parents; selection is seen to decline with age because the fraction of these parents that
have experienced some age of interest x must decline as x increases. The denominator is
the mean age of new parents, which is one definition of generation length. Thus, eq (1)

expresses the strength of age-specific selection acting over one time interval.

One can decompose the numerator of eq (1) into sex-specific distributions of the
ages of new parents. Sex-specific selection gradients follow from this. With 50/50 sex ratios
at birth and the requirement that all individuals have exactly one father and one mother, then
these follow from the age-distribution of the new parents of one specific sex,

dr _ 12y smyse
din(P(x,9)) 2 [ yLoIm)e"Y

(),

where S indicates that the survival or fertility rate is specific to the sex of interest. Note that
whilst the vital rates can be sexually dimorphic, the intrinsic rate of growth for the male and
female portions of the population are constrained to be identical. This implies between-sex
regulation of vital rates, and the mechanisms of such feedback will likely be specific to the

biology and ecology of the species.

Dimorphic selection will shape the evolution of age-specific survival, and thus
actuarial senescence, according to the degree of selective differences and the nature of the
correlations between the genetic determinants of survival in both sexes. If these correlations
tend to be positive, then natural selection will act to minimize sex dimorphisms because sex-
specific selection will work in concert on the same heritable factors. In the absence of such

genetic correlations across the sexes, the evolution of lifespan is less constrained, and
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lifespan and/or ageing dimorphisms are expected to evolve in proportion to the differences in
selection. In the presence of negative genetic correlations, we can expect that dimorphisms
will evolve to be even stronger. In the proceeding sections we discuss empirical evidence for

sex-specific genetic variation for lifespan.

In Figure 1, we used a hypothetical scenario which is loosely based on a large
mammal species with high male-male competition for matings, such as Red Deer (cf. [34]).
In this hypothetical population, males start to reproduce later than females, because young
sexually mature males are largely excluded from reproduction by older dominant males.
Dominant males have higher but shorter reproductive peak than females; it is higher
because they control access to females and can fertilise many females during this period,
while female fecundity remains stable, and it is shorter because male annual survival
declines much faster than female annual survival owing to injuries sustained in male-male

competition.

In line with eg (1) and eg (2) above, we assumed a stable but growing population
(population growth rate A = 1.02). We note, however, that the results are qualitatively similar
for different population growth rates, including stationary populations (intrinsic rate of
increase r = 0). We also assumed equal sex ratios at birth. We illustrate our point of how
sex-specific differences in fertility schedules translate into sex-specific changes in selection
gradients (Figure 1) by showing the progression from the vital rates (panel A) to selection
gradients (panel C) using the probability distribution plot (panel B). We think this is a novel

way of demonstrating the link between demography and age-specific selection.

We emphasise that this is an example, and sex-specific selection gradients will
decline in different ways in different populations of sexually reproducing organisms.
However, it illustrates our main point that sex-specific reproductive schedules are sufficient
to result in sex differences in the decline of the strength of selection leading to sex-specific
mutation load of deleterious alleles whose effects on fitness are primarily expressed in late

life.
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Figure 1. Sex-specific demography and age-specific selection for survival, illustrated using a
discrete-time, post-breeding census model with annual age classes. (A) Sexually dimorphic
vital rates showing age-specific survival P(x) (solid lines) and fertility m(x) (dashed lines) for
females (red) and males (blue), representing a large mammalian species with pronounced
intra-sexual competition in males. Male reproduction is delayed but reaches higher peak
fertility, with steeper senescent decline in both survival and fertility. (B) Probability
distributions (probability density functions, PDFs) of sex-specific parental age at birth.
Vertical dotted lines at ages 3 and 7 mark example ages; hatched areas show reproductive
contributions from age 4 onwards (diagonal) and age 8 onwards (cross-hatched), illustrating
that these proportions differ between sexes. (C) Strength of selection s(x) against age-
specific mortality equals the area under each parental age distribution from age x + 1
onwards. The hatched areas in panel B correspond directly to the strength of selection
values in panel C. The faster decline in male selection results from compressed reproductive

lifespan and higher adult mortality rates.

Sex-specific gene expression allows differential mutation accumulation
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The model presented above shows that males and females experience different age-specific
selection gradients when their contributions to future generations differ across ages. For
these vital rates differences to lead to the evolution of sex-specific ageing, at least some
genes affecting age-specific performance must have sex-specific effects on phenotypes.
This requirement is met because sex-biased gene expression generates the genetic

architecture necessary for mutation accumulation to evolve at sex-specific rates.

Because males and females share most of their genome, adaptive divergence
between the sexes is expected to rely largely on sex-biased regulation of autosomal and X-
linked genes. Comparative transcriptomic surveys demonstrate that more than 50% of the
transcriptome can show sex-biased expression [35, 36], and that sex-biased genes evolve
rapidly [37]. In humans, 37% of genes show sex differences in expression in at least one
tissue [38], and 91.4% of FDA-approved drug target genes show sex difference in
expression in at least one tissue [39]. Recent experimental study found that sex-specific

selection leads to rapid evolution of sexually dimorphic transcriptomes [40].

Beyond sex-biased expression patterns, there is substantial sex-specific genetic
variation for lifespan across taxa [41-43]. For example, a comprehensive study using
hemiclonal analysis in D. melanogaster found that the heritability of lifespan is largely sex-
limited and ~75% of additive genetic variation in lifespan and actuarial senescence is sex-
specific [44]. This suggests that traits affecting lifespan and rates of ageing are relatively free
to evolve independently in each sex. Consistent with this is the observation of ample
autosomal and X-linked additive genetic variation for lifespan within each sex in Drosophila
[45]. The extent of sex-specificity varies across taxa. In natural fertility humans, the cross-
sex additive genetic correlation for late-life (post-50) lifespan is 0.817 [46], indicating
substantial but incomplete genetic overlap between the sexes. A more recent study of
genetics of longevity in heterogenous mice (Mus musculus) also identified sex- and age-
dependent QTLs that affected sexes differently at different ages [47]. Such effects

predispose populations to evolve sex differences in lifespan in response to sex differences in
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the decline of selection gradients with age. Indeed, experimental evolution studies in
different species suggest that sex differences in longevity can evolve as a correlated
response to selection under changing environments [48-53]. There is also emerging
genomic evidence for sex-differential selection on survival and reproduction in humans [54].
However, more work is needed across taxa to establish the generality of the prediction that
variation in sex differences in age-specific selection causes the accumulation of sex-specific

load in late-acting deleterious mutations.

When the two sexes differ in the timing or duration of reproduction, the age-specific
strength of purifying selection will also diverge. In the sex that acquires most of its fitness
early, classically males in polygynous systems and/or employing high-mortality mating
strategies, the Hamiltonian force of selection will decline more steeply with age, creating a
longer late-life “selection shadow” (Figure 1). A longer shadow means that deleterious alleles
whose sex-specific effects appear late in life will be less efficiently purged. Over evolutionary
time, germline mutations whose deleterious effects affect late-life performance only in the
sex that has weaker selection gradients on traits in late-life can accumulate in regulatory
regions, producing sub-optimal gene expression that accelerates ageing and shortens
lifespan in this sex. This model predicts that the sex with the weaker late-life selection will
carry a higher load of late-acting deleterious germline mutations and show broader

transcriptional dysregulation during ageing.

Sex-specific mutational penetrance

Alleles whose mutational effects on fitness are concentrated in late-life and have sex-specific
mutational penetrance are likely to contribute to the evolution of sex differences in lifespan
via mutation accumulation. Hereditary haemochromatosis provides a compelling example of
how mutations with late-acting effects can exhibit strong sex-specific penetrance.

Haemochromatosis is a hereditary human disease of systemic iron overload caused

11
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commonly by mutations in autosomal HFE gene, which encodes for protein involved in iron
sensing [55, 56]. Most cases of this disease are associated with missense mutation C282Y,
which prevents cells from responding to increased levels of iron by failing to increase
production of hepsidin, a hormone that regulates iron levels by reducing iron absorption,
resulting in iron overload. Iron overload can lead to a wide range of phenotypic effects, from
chronic fatigue to liver disease to hepatocellular carcinomas [55]. The prevalence of C282Y
homozygosity varies broadly between different populations from 0.000039% to 1.2%.
Mutations in other autosomal genes, including HAMP which encodes for hepsidin, also can
cause haemochromatosis but are much rarer [55]. Mutation carriers likely start accumulating
increased levels of iron from birth, with clinically significant deleterious effects manifesting
only in older, middle-aged adults [57]. This represents an example of a deleterious mutation

whose effects on fitness are concentrated in late life, as envisioned by MA theory of ageing.

While the frequency of C282Y homozygosity is similar in both sexes, the penetrance
differs strongly with 28.4% of homozygous males developing the disease versus 1.2% of
homozygous females [58]. Furthermore, the onset of haemochromatosis starts at around 40
years in men and is most common in postmenopausal women [56, 57]. For example, by 55
years, iron overload resulted in cumulative disease incidence of 14.4% in male C282Y
homozygotes versus only 1.2 % in female C282Y homozygotes; this becomes 34.5% versus
9.4%, accordingly, at 65 years. Thus, this recessive autosomal inherited disease has earlier
onset and stronger penetrance in males. While there are several potential explanation for
this pattern, one of the leading hypotheses is that women shed iron during menstruation
which ameliorates impaired iron sensing and prevents overly excessive iron overload [57].
This could provide an example of a deleterious late-acting mutation that affects fitness
differently in males and females because it interacts with another sex-specific biological
processes. Such autosomal recessive mutations with sex differences in penetrance could be
common across taxa, and the direction of sex bias can differ, with some mutations being

more detrimental in males, while other in females.
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Together, these lines of evidence establish that: the genetic architecture required for
sex-specific gene expression is widespread, there is substantial sex-specific genetic
variation for lifespan across taxa, and that alleles can exhibit strongly sex-and-age-
dependent penetrance. When combined with sex differences in the decline of selection
gradients, these features create the conditions required for mutation accumulation to

generate sex-differences in ageing without requiring resource allocation trade-offs.

Experimental evolution tests of sex-specific mutation accumulation theory

Whilst strong evidence exists for the existence of the requisite genetic architecture, direct
experimental tests are needed to provide evidence for the evolution of sex-specific mutation
accumulation. Laboratory evolution studies in which sex-specific selection gradients are
manipulated to yield evolutionary responses in sex-specific lifespan and aging could achieve

this.

The most direct evidence comes from a study that explicitly manipulated sex-specific
selection gradients by increasing early adulthood male mortality in dioecious C. remanei for
20 generations, by applying mortality either haphazardly or by selecting males that were best
at mate searching [23]. In this species, the reproductive rate of males peaks later in life than
in females [59]. In line with evolutionary theory of ageing, males also age later and live
longer than females. Experimental manipulation of sex-specific mortality resulted in the rapid
evolution of male lifespan — a haphazard increase in early adulthood mortality resulted in the
evolution of shorter male lifespan, while female lifespan was unaffected. The effect size was
so strong that sexual dimorphism in lifespan that is natural for this species disappeared, and
the experimental populations evolved monomorphic lifespan [23]. At the same time, when
early adulthood mortality resulted in selection for males that were particularly fast in mate
searching, males evolved to be better at finding mates but also evolved longer lifespan,

suggesting positive pleiotropy between early-life mating success and late-life survival. Taken
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together, these results underscore that there is ample sex-specific genetic variation for
fitness, lifespan and ageing, and demonstrate how sex differences in the decline of selection
gradients on traits with age can lead to rapid evolution of sexual dimorphism or

monomorphism in lifespan.

These results illustrate an important additional feature of the sex-specific mutation
accumulation model: that specific predictions require a detailed understanding of how
interventions affect vital rates. Previous experimental evolution studies manipulating sexual
selection, or sex-specific selection, have yielded variable outcomes: effects on lifespan
sometimes appear in females only, in both sexes, or in neither [50, 51, 53, 60]. Such
variation is expected to evolve according to our model because different experimental
treatments alter age-specific reproductive contributions in different ways, thereby generating
different selection gradients. Unlike models based only on the perceived strength of sexual
selection, the sex-specific mutation accumulation model generates testable and context-
dependent predictions once the demographic effects of interventions or ecology are

characterized.

Testing mutation accumulation theory

Having established that the genetic requirements exist, and mutation accumulation can
cause sexually dimorphic lifespan when selection gradients are sex-specific, we now outline

three complementary approaches for testing the model further.

Genomic signatures

Genes predominantly expressed late in life are expected to show weaker purifying selection
in the sex with the earlier and/or faster reproductive schedule. Sex-specific mutation

accumulation theory predicts excess of deleterious alleles in predominantly late-life acting

14



326

327

328

329

330

331

332

333

334

335

336

337

338

339

340

341

342

343

344

345

346

347

348

349

350

351

genes, as well as elevated variation in gene expression in late-life in the sex that is
characterized by faster decline in selection gradients. On the other hand, antagonistic
pleiotropy theory classically predicts opposite-sign genetic correlations between early-life
performance and late-life performance within each sex. Such approaches can be applied to
both existing or newly established genomic datasets of natural populations, livestock and

humans where there are clear ways to calculate sex-specific selection gradients.

Phylogenetic comparative studies

A potentially fruitful approach for studying the evolution of sex differences in ageing is to use
the power of phylogenetic comparative studies. However, future studies will need to resolve
the problem that sexual selection can accelerate or postpone male ageing based on the
pattern of age-specific reproduction, meaning that the intensity of sexual selection is by itself
not a reliable predictor of the direction of evolution of sex differences in ageing. Our
suggested approach makes such analyses challenging as it requires the assembly of
species-level datasets of sex-specific vital rates and the computation of Hamiltonian forces
of selection for each sex. With such data, it is possible to model sex differences in ageing as
a function of the difference in decline of selection gradients, rather than by the designated
mating system. We predict that the sign and magnitude of the ageing gap between the sexes
will correspond directly to the difference in the strength of selection s(x) in old age between
the sexes (cf. Figure 1), outperforming classic proxies, such as mating system and sexual

dimorphism in body size.

Experimental evolution

Perhaps one of the clearest ways of testing the role of mutation accumulation in the
evolution of sex differences in lifespan and ageing will be to modify sex-specific selection
gradients experimentally and allow populations to evolve (see also Maklakov and Chen
2014). This approach can be used reciprocally in both sexes, with the theory predicting that

sexual dimorphism in lifespan and ageing can be experimentally reduced or increased,
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depending on the species-specific demography. This approach can be combined with
genomic analyses and forward genetics to understand the underlying mechanisms of sex-

specific ageing.

Conclusion

Here we reframe our understanding of sexual dimorphisms in ageing and lifespan by
recognising sex-specific mutation accumulation as a parsimonious evolutionary mechanism.
Rather than requiring sex-specific trade-offs, these dimorphisms can arise as an
evolutionary response to differential selection regimes whenever males and females differ in
reproductive timing. A key implication of our argument is that understanding sex differences
in ageing demands a demographic perspective. Once sex-specific reproductive schedules
and survival trajectories are known, the shape of the decline in selection with age follows
directly, and with it the expected direction and magnitude of sex differences in mutation
accumulation. We therefore predict that, all else being equal, the sex showing earlier onset,
or higher rate of early life reproduction, will accumulate a greater burden of late-acting
deleterious mutations, exhibit stronger late-life transcriptional dysregulation and, therefore,

experience faster actuarial and physiological senescence.

Acknowledgements

We thank Brian Charlesworth for helpful discussions. TC is supported by grants from the
Natural Environment Research Council (NE/T007133/1), the Biotechnology and Biological
Sciences Research Council (BB/W005174/1) and The Leverhulme Trust (RPG-2024-085).

AAM was supported by Natural Environment Research Council NE/W001020/1.

16



375

376
377
378
379
380
381
382
383
384
385
386
387
388
389
390
391
392
393
394
395
396
397
398
399
400
401
402
403
404
405
406
407

408

References

1.

10.

11.

Liker A, Szekely T. Mortality costs of sexual selection and parental care in natural
populations of birds. Evolution. 2005;59(4):890-897.

Clutton-Brock TH, Isvaran K. Sex differences in ageing in natural populations of
vertebrates. Proceedings of the Royal Society B-Biological Sciences.
2007;274:3097-3104.

Promislow DEL. Costs of sexual selection in natural populations of mammals.
Proceedings of the Royal Society of London Series B-Biological Sciences.
1992;247(1320):203-210.

Promislow DEL, Montgomerie R, Martin TE. Mortality costs of sexual reproduction in
birds. Proceedings of the Royal Society of London Series B-Biological Sciences.
1992;250(1328):143-150.

Bonduriansky R, Maklakov A, Zajitschek F, Brooks R. Sexual selection, sexual
conflict and the evolution of ageing and lifespan. Functional Ecology. 2008;22:443—
453. doi: 10.1111/j.1365-2435.2008.01417.x.

Maklakov AA, Lummaa V. Evolution of sex differences in lifespan and aging: Causes
and constraints. BioEssays. 2013;35:713—724. doi: 10.1002/bies.201300021.

Adler MI, Bonduriansky R. Sexual conflict, life span, and aging. Cold Spring Harbor
Perspectives in Biology. 2014;6(8):a017566. doi: 10.1101/cshperspect.a017566.
Lemaitre JF, Ronget V, Tidiere M, Allaine D, Berger V, Cohas A, et al. Sex
differences in adult lifespan and aging rates of mortality across wild mammals.
Proceedings of the National Academy of Sciences of the United States of America.
2020;117(15):8546-8553. doi: 10.1073/pnas.1911999117.

Harrison LM, Hughes J, Bretman A, Maklakov AA, Chapman T. Fast females, slow
males: Accelerated ageing and reproductive senescence in Drosophila melanogaster
females across diverse social environments. Evolution Letters. 2025;9:1-13. doi:
10.1093/evlett/qraf041.

Williams GC. Pleiotropy, natural selection, and the evolution of senescence.
Evolution. 1957;11(4):398-411.

Tidiere M, Gaillard J-M, Mueller DWH, Lackey LB, Gimenez O, Clauss M, et al. Does
sexual selection shape sex differences in longevity and senescence patterns across
vertebrates? A review and new insights from captive ruminants. Evolution.
2015;69(12):3123-3140. doi: 10.1111/ev0.12801.

17



409
410
411
412
413
414
415
416
417
418
419
420
421
422
423
424
425
426
427
428
429
430
431
432
433
434
435
436
437
438
439
440
441
442
443

444

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Staerk J, Conde DA, Tidiere M, Lemaitre J-F, Liker A, Vagi B, et al. Sexual selection
drives sex difference in adult life expectancy across mammals and birds. Science
Advances. 2025;11(40):eady8433. doi: 10.1126/sciadv.ady8433.

Dillin A, Crawford DK, Kenyon C. Timing requirements for insulin/IGF-1 signaling in
C. elegans. Science. 2002;298(5594):830—834. doi: 10.1126/science.1074240.
Partridge L, Gems D, Withers DJ. Sex and death: What is the connection? Cell.
2005;120(4):461-472.

Kenyon CJ. The genetics of ageing. Nature. 2010;464(7288):504-512. doi:
10.1038/nature08980.

Lind MI, Ravindran S, Sekajova Z, Carlsson H, Hinas A, Maklakov AA.
Experimentally reduced insulin/IGF-1 signaling in adulthood extends lifespan of
parents and improves Darwinian fitness of their offspring. Evolution Letters.
2019;3(2):207-216. doi: 10.1002/evl3.108.

Carlsson H, Ivimey-Cook E, Duxbury EML, Edden N, Sales K, Maklakov AA. Ageing
as “early-life inertia”: Disentangling life-history trade-offs along a lifetime of an
individual. Evolution Letters. 2021;5(5):551-564. doi: 10.1002/evI3.254.

Venz R, Pekec T, Katic I, Ciosk R, Ewald CY. End-of-life targeted degradation of
DAF-2 insulin/IGF-1 receptor promotes longevity free from growth-related
pathologies. eLife. 2021;10:e71335. doi: 10.7554/eLife.71335.

Zhang YP, Zhang WH, Zhang P, Li Q, Sun Y, Wang JW, et al. Intestine-specific
removal of DAF-2 nearly doubles lifespan in Caenorhabditis elegans with little fitness
cost. Nature Communications. 2022;13(1):6415. doi: 10.1038/s41467-022-33850-4.
Smith HJ, Lanjuin A, Sharma A, Prabhakar A, Nowak E, Stine PG, et al. Neuronal
mMTORCL1 inhibition promotes longevity without suppressing anabolic growth and
reproduction in C. elegans. PLOS Genetics. 2023;19(9):€1010938. doi:
10.1371/journal.pgen.1010938.

Tatar M, Zheng WJ, Yadav S, Yamamoto R, Curtis-Joseph N, Li SX, et al. An insulin-
sensitive Drosophila insulin-like receptor mutant remodels methionine metabolism to
extend lifespan. PLOS Genetics. 2025;21(6):€1011640. doi:
10.1371/journal.pgen.1011640.

Chen H-Y, Maklakov AA. Longer lifespan evolves under high rates of condition-
dependent mortality. Current Biology. 2012;22:2140-2143.

Chen H-Y, Maklakov AA. Condition dependence of male mortality drives the
evolution of sex differences in longevity. Current Biology. 2014;24(20):2423-2427.
doi: 10.1016/j.cub.2014.08.055.

18



445
446
447
448
449
450
451
452
453
454
455
456
457
458
459
460
461
462
463
464
465
466
467
468
469
470
471
472
473
474
475
476
477
478
479
480
481

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Zajitschek F, Zajitschek SRK, Canton C, Georgolopoulos G, Friberg U, Maklakov AA.
Evolution under dietary restriction increases male reproductive performance without
survival cost. Proceedings of the Royal Society B-Biological Sciences.
2016;283(1825):20152726. doi: 10.1098/rspb.2015.2726.

Zajitschek F, Georgolopoulos G, Vourlou A, Ericsson M, Zajitschek SRK, Friberg U,
et al. Evolution under dietary restriction decouples survival from fecundity in
Drosophila melanogaster females. Journals of Gerontology Series A: Biological
Sciences and Medical Sciences. 2019;74(10):1542-1548. doi:
10.1093/geronal/gly070.

Winder LA, Simons MJP, Burke T. No evidence for a trade-off between reproduction
and survival in a meta-analysis across birds. eLife. 2025;12:e87018. doi:
10.7554/eLife.87018.

Parker GA, Baker RR, Smith VGF. The origin and evolution of gamete dimorphism
and the male-female phenomenon. Journal of Theoretical Biology. 1972;36:529-553.
Trivers R. Parental investment and sexual selection. In: Campbell B, editor. Sexual
selection and the descent of man 1871-1971. Chicago: Aldine; 1972. pp. 136-179.
Chapman T, Arngvist G, Bangham J, Rowe L. Sexual conflict. Trends in Ecology &
Evolution. 2003;18(1):41-47.

Scharer L, Rowe L, Arngvist G. Anisogamy, chance and the evolution of sex roles.
Trends in Ecology & Evolution. 2012;27(5):260—264. doi: 10.1016/j.tree.2011.12.006.
Lehtonen J, Parker GA. The correlation between anisogamy and sexual selection
intensity: The broad theoretical predictions. Evolution Letters. 2024;8(6):749—755.
doi: 10.1093/evlett/qrae029.

Charlesworth B. Evolution in age-structured populations. Cambridge: Cambridge
University Press; 1980.

Hamilton WD. The moulding of senescence by natural selection. Journal of
Theoretical Biology. 1966;12:12—45.

Nussey DH, Kruuk LEB, Morris A, Clements MN, Pemberton JM, Clutton-Brock TH.
Inter- and intrasexual variation in aging patterns across reproductive traits in a wild
red deer population. American Naturalist. 2009;174(3):342—-357. doi:
10.1086/603615.

Assis R, Zhou Q, Bachtrog D. Sex-biased transcriptome evolution in Drosophila.
Genome Biology and Evolution. 2012;4(11):1189-1200. doi: 10.1093/gbe/evs093.
Wang X, Werren JH, Clark AG. Genetic and epigenetic architecture of sex-biased
expression in the jewel wasps Nasonia vitripennis and giraulti. Proceedings of the
National Academy of Sciences of the United States of America.
2015;112(27):E3545-E3554. doi: 10.1073/pnas.1510338112.

19



482

483
484
485
486
487
488
489
490
491
492
493
494
495
496
497
498
499
500
501
502
503
504
505
506
507
508
509
510
511
512
513

514

37.

38.

39.

40.

41.

42.

43.

44,

45,

46.

Ellegren H, Parsch J. The evolution of sex-biased genes and sex-biased gene
expression. Nature Reviews Genetics. 2007;8(9):689—-698. doi: 10.1038/nrg2167.
Oliva M, Mufnoz-Aguirre M, Kim-Hellmuth S, Wucher V, Gewirtz ADH, Cotter DJ, et
al. The impact of sex on gene expression across human tissues. Science.
2020;369(6509):eaba3066. doi: 10.1126/science.aba3066.

Suh'Y, Lee J-G, Kim K-E. Analysis of sex-differential gene expression on the target
of approved drug. Scientific Reports. 2025;15(1):26989. doi: 10.1038/s41598-025-
12342-7.

Wiberg RAW, Zwoinska MK, Kaufmann P, Howie JM, Immonen E. Sex-biased gene
expression under sexually antagonistic and sex-limited selection. Molecular Biology
and Evolution. 2025;42(8):msaf178. doi: 10.1093/molbev/msafl178.

Nuzhdin SV, Pasyukova EG, Dilda CL, Zeng ZB, Mackay TFC. Sex-specific
guantitative trait loci affecting longevity in Drosophila melanogaster. Proceedings of
the National Academy of Sciences of the United States of America.
1997;94(18):9734-9739.

Jackson AU, Galecki AT, Burke DT, Miller RA. Mouse loci associated with life span
exhibit sex-specific and epistatic effects. Journals of Gerontology Series A: Biological
Sciences and Medical Sciences. 2002;57(1):B9-B15. doi: 10.1093/gerona/57.1.B9.
Zeng Y, Nie C, Min J, Chen H, Liu X, Ye R, et al. Sex differences in genetic
associations with longevity. JAMA Network Open. 2018;1(4):e181670. doi:
10.1001/jamanetworkopen.2018.1670.

Lehtovaara A, Schielzeth H, Flis |, Friberg U. Heritability of life span is largely sex
limited in Drosophila. American Naturalist. 2013;182(5):653—665. doi:
10.1086/673296.

Griffin RM, Schielzeth H, Friberg U. Autosomal and X-linked additive genetic
variation for lifespan and aging: Comparisons within and between the sexes in
Drosophila melanogaster. G3 (Bethesda). 2016;6(12):3903—-3911. doi:
10.1534/93.116.028308.

Moorad JA, Walling CA. Measuring selection for genes that promote long life in a
historical human population. Nature Ecology & Evolution. 2017;1(11):1773-1781. doi:
10.1038/s41559-017-0329-x.

20



515
516
517
518
519
520
521
522
523
524
525
526
527
528
529
530
531
532
533
534
535
536
537
538
539
540
541
542
543
544
545
546
547
548

549

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

Bou Sleiman M, Roy S, Gao AW, Sadler MC, von Alvensleben GVG, Li H, et al. Sex-
and age-dependent genetics of longevity in a heterogeneous mouse population.
Science. 2022;377(6614):eabo3191. doi: 10.1126/science.ab03191.

Rostant WG, Mason JS, de Coriolis JC, Chapman T. Resource-dependent evolution
of female resistance responses to sexual conflict. Evolution Letters. 2020;4(1):54—64.
doi: 10.1002/evl3.153.

Rostant WG, Mason JS, West N, Maklakov AA, Chapman T. Sociosexual exposure
has opposing effects on male and female actuarial senescence in the fruit fly
Drosophila melanogaster. Journals of Gerontology Series A: Biological Sciences and
Medical Sciences. 2023;78(12):2230-2239. doi: 10.1093/gerona/glad215.

Maklakov AA, Fricke C, Arnqvist G. Sexual selection affects lifespan and aging in the
seed beetle. Aging Cell. 2007;6:739-744.

Maklakov AA, Bonduriansky R, Brooks RC. Sex differences, sexual selection, and
ageing: An experimental evolution approach. Evolution. 2009;63(10):2491-2503. doi:
10.1111/j.1558-5646.2009.00750.x.

Rogell B, Widegren W, Hallsson LR, Berger D, Bjorklund M, Maklakov AA. Sex-
dependent evolution of life-history traits following adaptation to climate warming.
Functional Ecology. 2014,28(2):469-478.

Archer CR, Duffy E, Hosken DJ, Mokkonen M, Okada K, Oku K, et al. Sex-specific
effects of natural and sexual selection on the evolution of life span and ageing in
Drosophila simulans. Functional Ecology. 2015;29(4):562-569. doi: 10.1111/1365-
2435.12369.

Ruzicka F, Holman L, Connallon T. Polygenic signals of sex differences in selection
in humans from the UK Biobank. PLOS Biology. 2022;20(9):e3001768. doi:
10.1371/journal.pbio.3001768.

Brissot P, Pietrangelo A, Adams PC, de Graaff B, McLaren CE, Loréal O.
Haemochromatosis. Nature Reviews Disease Primers. 2018;4(1):18016. doi:
10.1038/nrdp.2018.16.

Kowdley KV, Brown KE, Ahn J, Sundaram V. ACG clinical guideline: Hereditary
hemochromatosis. American Journal of Gastroenterology. 2019;114(8):1202-1218.
doi: 10.14309/ajg.0000000000000315.

Anderson GJ, Bardou-Jacquet E. Revisiting hemochromatosis: Genetic vs.
phenotypic manifestations. Annals of Translational Medicine. 2021;9(8):731. doi:
10.21037/atm-20-5482.

21



550
551
552
553
554
555
556
557
558

58. Allen KJ, Gurrin LC, Constantine CC, Osborne NJ, Delatycki MB, Nicoll AJ, et al.
Iron-overload—related disease in HFE hereditary hemochromatosis. New England
Journal of Medicine. 2008;358(3):221-230. doi: 10.1056/NEJM0a073286.

59. Zwoinska M, Lind M, Cortazar-Chinarro M, Ramsden M, Maklakov AA. Selection on
learning performance results in the correlated evolution of sexual dimorphism in life
history. Evolution. 2016;70(2):342—-357. doi: 10.1111/ev0.12862.

60. Promislow DEL, Smith EA, Pearse L. Adult fithess consequences of sexual selection
in Drosophila melanogaster. Proceedings of the National Academy of Sciences of the
United States of America. 1998;95(18):10687—-10692.

22



